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w m m 

j 

[oooi] ^<o^mmm(D&tofi>'<?n&xfim&?i''*?E&m^itttm. 

[0002] mm#iB&mmo<DimY\z£intt, m£(2oo3^)i±#^i#r 5 ooo^AT*fc^ 

m80mFMZ.mLX\ >5„ 1«:#^*3tt§^njta.*tl^T^lO rff#ki:8000^-9000# 
R bMfeZtl. 2010^te2^~33lfc R fcv ^t£^>fc5o 

[0003] P ^T«98^O^S-eS#^690^ AT'fet) , -lV*y V<D$J# g j&MgTU Er^ 

^^lC«^^y^j;5^^^J<D^^^nM^J^fcSdS^tf-^i800 
^-2100#Ri«|^$tL6o 

[0004] -r^y^w^b<i£Tbfcr.^^j;oT^5!mi-^-r>'^y^#M 

<^2MM*#is#-e&5 0 2M^^fi, ^^y^s^^^y^^^ 
[ooos] -i^iS-TM^^^^yv^^jS; 
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tbmiz&^xji/xy^ffl&nmzm&ztix^Zo yc^v^mmt. alwz 

t£ftm i &&x^?&^i&&nm^x^z> 0 ^^y^^tt^ 4>x t J><Dtigk& 
amru jEigte^xy^ftmtmmztvx^z&x, fit«Ji±©t©^!ivs: 

j &Ttn&£tix&9, mffi<D&%Wt&te£bita$ t %:te.tei&T-rz>o tot, -r^y 

V«tfttt^ffitt^JkJEE^^tt50— 60%, IBi«S:#5^tt70— 80%, 
^t^Ki«^Sr^5»^tt80%dS|8«)btLS^ttTv^ o 

[0006] ^xv^mtfcma*. mfcH+nm^ mm. (m^mm^oft^^v 
^ftv&mmmm) > sbbpfj£, xv^^ mmm, urn. ^^v<d 

[0007] sfi/xy^mfii&o&mz. $m<v 0 HNB^^o^^y vi©$H&£v ^mx-fub 
[0008] ^*v^m.tfimmfr^xh, m & -mm^^r^m^mm^-t^xhti 

, -r^y>-«^^*D$^r6^ifoS^^«rjSr.i-„ 
[0009] -r^y>^^^<^c<^> ^v^y^jfiL^o^^/& 5 , -f v^y^s*^®* 
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[ooio] m&Mmztixztcm □ timmmm \^ur<o om&m 396) 

o 

coon] l.-oxv^frm&mfti: 

3.^i©lfo3f&##J: 

3-a a -^=3^—- ^PfiW^J ; T*/U#— J* (^n/^) „ * (-^^^) 

[0012] — ^ryy^m^^tt^/^^/^^^jcDi^^-r^y^^iJ^f^ffl^ 

x(ommm^i&muMX(Dmmm^m^xskmis.ri^m^'r 0 
[0013] ^T^y^^^f^v^y^^^^^y^^^j^i^^^fflLT^^y 

*t«ri£T$*3o r^/ms, -Y^y^e^o^H-cfc^^fla^^yvif 
[0014] */c, jst^ri^mojt^^-^, ««©5ga^^«b^jaL-e*>«5. mmtm 
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#4#fr:£ifel :WY FUJIMOTO "The importance of insulin resistance in the 
pathogenesis of type 2 diabetes mellitus." Am. J. Med., Apr 2000; 108 Suppl. 6a: 
9S-14S 

$r4&ffjc1$k2 : M Diamant and RJ Heine "Thiazolidinediones in type 2 diabetes 
mellitus: current clinical evidence" Drugs, Jan 2003; 63(13): 1373-1405 

[0015] u5>ue^ ^ryv^mm^ithibtir^mmmnu, ^w^mx. 

[ooi6] ±.&vtc£?tenm^^ ^Tyy^mmfcm<nfcmmm 

[0017] _L5&wt@ ft&m&irzfcMz*mmb*mm&m^t^Mk, ^r^v^mm 

[0018] -Tteibib. #3)SKteOT£r&^1-3o 

[0019] (i) vxt<d (a) xte (b) t^&H, mmmmn^u^^^no 
[0020] (amm^2\zm&ti%T*ymmm^z*^?m 

(bmm^2^£frz>T*;mmm^te\,^x, ixiiti:i©7^i^^*, m 
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(2) ±.m^mmmm^r^v^^mi^'ch^t^mt-rui)mm<Dmm^ 

[0021] (3) ±fB^Tyy^>-^^^t o ^^y^^^^fes^i^#^ii-5(2)iEaco^6<j^ 

[0022] (4) y^yu>'V^m^^^<^x^^t^wi.t^m)mm(D^^ 
[0023] (5) wto (a) x\t (b) mmmmm^m^^^M^-v-r^m^ 

o 

[0024] (a) mnm^iz^ti^r^/mm^h^^^m 
st 

[0025] (7) JifB^Tyy^^^«fc 0 ^^y^^^T*fe^r^^#mii-^(6)|B«(D^^^ 

[0026] (8) ±SB^W^v/^«« 7 ^^^y^.y>-yig^#:^^^«-c^r^^#^i: 

[0027] (9) ^y-^^^M^K^TO(a)X«(b)(^-r^^^^«^|4$ii:^X 

m 

[0028] do) ils^mm^^J^^T^y^^^^r^s^^^m^-r^C^iESo^:*!^ 
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[0029] (id ±m^ryv^>mmm^^yv^>x-h^t^w^tirmomm.<om 

[0030] (12) ilBSW^^^Ktty^a^y^.y^^^^^^sf^fcs^^^lfti: 

[0031] (13) (9)7!;S(l2)v^Tt^^ i lfe«o^y~^^^•^fe^J;o-C^^y-^^$^^, ± 

[0032] (14) -j&5£(I) 




[0033] (±ta^;(i)cf , r ^ fcmga—KXDT/^/um, m.nmz—7<D^?nT;v 

i 

[0034] (15) _hfE5£(I)4\ L JtT/L —mtt<>Xj&tffrZ>mm&2~6<Di/?vT/ls* 

1 2 

[0035] (16) ±|B^a)t«, R te^^fe*), L R&L }t-*|^otMt5^ii:2^6 

1 1 2 

[0036] (17) ±|E^0)t», R Um.m$kl~10<DT/V*c;vmX&*). L 2fcU*L jfelofeo 

1 1 2 

T^^6^^^2-6(Dv'^nT/^/VST"fe§^i:^#^ti-rS(14)fS«<Z)^Ti/ 

ys^JlMk, 

[0037] (18) 5^-[2-(l-^/V-^n^v7l^^i/)-:n^ 

-2,4-> ? ^->-T-fc5^i:^#^:i:i-6(14)fE«O^Ti/y> ? ^p^fr 0 
[0038] (19) (14)75ig(18)V^n**llB«^^Tyy^>^^0|Sia±^$n5*ao 
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[0039] (20) (u)7bm(i8)\^tifrmm.<n^T^vi?>^mfcRWxitt<Dmm±wm 
[oo4o] (2D m$mmmxtb%zbzwmb^U2o)mM<Dmmm<®)o 

[0041] (22) — 

L2 T~°t-Cx (ii) 

Ri m 

[0042] (_hiB^(n)^, r Km, s%mm~io<DTsv*/vm. mmz-i<»*s9*T?v 

2 

-f tt/0^S^^i~o XfcMeSO . p-toluenesulfonyl, ^m, MmRX^T^m 

2 

mfrbftzmfr&m&tiz— nx&>z> 0 ) 



HO 




(III) 



[0043] T^$;ft5tel^££^KJ&£^5, ^T^y i^^fl^^M^feo 

[0044] ^ntf. mm.^mmmm(o^])-^^^m-r^t^x^mm^ 
[0045] *wmm\z*m(Dm9cm<Dmmxhz> 0 ^s#fFWM2oo3-4O2i64-^-<D0^^i# 
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[oo46] mi^^v^^tFLn4:797m^^<^mt<D^Ki¥mm^<D^^mirmm 
mxhz> 0 

[oo47] sxr. *mw*mmimwi-z>o 

[0048] ^T^j^mmmz.m .xm^ ^m^^^^m 

Dffc4] 




[0049] ^mmz^^^mtmKi^m^irw^mmmtvxi^^Ti/v^i^mm 
i£zmifz>z.b&x%z> 0 ^r^y^m^w-bvxn. ±mm^imU(Dmm^: 

[0050] #3893 fc^^v/^^®^, mx.it, wm^2\^irT^/mmM^ir^> 
s^wxfrz, ^x, ^wimzf^fMbLxte, w.m^2KmirT^ym 

[0051] r^/^cDmm, ^fcsv^jf aom««, t<Dmm^^ti^>mmi 
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ix^i-io^g, £b\z&-§-\s<m-5m<DT*;mi)mm, ^h^^wx^titc 

[oo52] *mwiz.&z>*^'<?mb^x^ n^m^2\zmirT^mmm^^^x, 
5o%^± % $f*b<^7o%^±, £bim*v<mo%si±<Dmm&&mi-%T^; 

xh<>xh&\<\ ^x\ ±mnm&<Dmw.fe, ffipmtiryyvv^Tx&zvNAsi 

[0053] ?fe*5> Sa^J#-^2fC^$tt^^^^^^«. NEDO (ff^/V=¥ — HHS^^IB 
3£$l1fl) ^^^^®cDNA#5t^*f 7°Vi?x.?h (Http://www.nedo.go.jp/bip/) \Z.%5\ ^ 
TFLJ14797^bT^^:$^ccDNA(z:3— K$n> Swiss-Prot Q9USQ2, GenBank 
AAH09870.1^.U?RefSeq NP_055259.1^i^V^|RH4(93%)^-f- o @a^J#-^2t^ 
i-T^7^IE^J^NP_055259.1OT5:/^gE^I^(DT7^>'b^|E|2^^i- o 
AAH09870.1&t/RefSeq NP_055259.1te\ y ^^])>'})ly^^^^<^W 
GCP4j4fc^tLTfc]ktl/-CV^(Fava, F et al., Human 76p: A new member of the 
gamma-tubulin-associated protein family, J. Cell Biol. 147(4), 857-868 (1999)) 0 L 

ccp4tmmm^mm^<DM^^^mx^tmx.hti^ 0 *$&w 

K^jt^^oV^^, WO0204514^^$nTV^^ % 
[0054] — ^\ fctf&53tl5rK -r*fc*>, #3593 t!l«S^^"«^«Sr=»— K-TScDNA 

(FLju797)(Dm.mmmtvx^ mtu*. mim^uz.m~ri&mmm&mfz>z.t 
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[0055] rxh])l/V*l/ht£2kWTX~s^7})*^1-Z>i MtU*. 6 X SSC, 0. 

[0056] ^ryu^^atfe^^w^ %^^g^(o*i?.^ffl 

o 

[0057] mm%K&tt^isxyisftm<D*&<oi%mi*. www^yy^i©® 

S^^y^^b^n^lcJNBJiartSII-CfcSiRS-l^^L, -Y^y^S^lcJ: 
oTIRS-10^n>>>-^yv^k$tl^o^{-IRS-loy^>f^n^(CPI3dr^-— if 
dSfe-a-L, ffittf^Wo ?£^£*vfcPI33r^-if J3\ Pl£PI(3)P^ Pl(4)P& 
PI(3,4)P2Xtm(3,4,5)P3{cy>'lft^-r'5o 
[0058] -PI33^~ tfK£5«fti^^WS, tei*.riGLUT4Sr^tf/Ma.t!:e*.-feh/» 

$ttSt>Ofc%^.fett"CV>So — KapellerbOBC, Vol. 270, pp.25985-25991, 
1995)&t^Inukaie>(Biochem. J. Vol. 346, pp.483-489, 2003) tefchA43l£|HJi&$>5V> 

#< mfeL.x\ ^„ tf >t-mtmt^x(Dmmum k^-t^m^^ * ^x 
mi&fflM<nmmttmm<Dmftfcmvx&&vx^zAK mmz&tia. ^ 

ftZtl. &&^<Dmi&mimWiZ&mLXWm&<D&1Z^<DmKi£Z 0 Kapeller 
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[0059] _h3*UfcJ:5 *ftW \z.mz*-ys<?Wt, y r^)is-9is?&M&'y'<91L 

[0060] — *\ ^Tyy^^^fttf^/W-^y— -MB*3li£teffc3£#fo peroxisome 
proliferator-activated receptor (PPAR) y (DVtf^\?bteZ>»5ifefe&l,#>£thX£LM. 

Ot>i:o-efc«9, y^f^K^^^tCi^^tt^^tV^^retinoid-X-receptor-a (RXRa 
(peroxisome proliferator responsive element, PPRE) ^^^LT^-fS^F-CO^*!.^!^ 

ntmvfxhZo ppARtePP<D&mw£^(^tt^y—&mm, m 

[0061] PPARia^^^^^fet); PPAR a , PPAR 0 (PPAR 5 &5l>r£NUCl£WJ*ft 
S^tfPPARv Oifc^lS^t alternative splicing (D^VMC«t«9PPAR7 l&T^PPAR 
y 2j&s*>3) Wtf*vCV^„ hZfctmm (y^K) #PPAR£iSH4>fb£*5fB;*jtt 

ppar a hsjfrm '^i^ ji§&rmi£<&m*sm t?^m* s i^v\ ppar/3 te£^ms& 
MMRTFf&mzkxmm^x^Zo r5ufcm^#*<^5tvM2, ppARU-^-r^m 

[0062] PPAR^lft^W^b^ftSfCo^ PPAR a /^t^flf m&X$-foffit£¥\Z.35 
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ppary mmffim\cn&m.L>x&v), B^mmmm^i^mmmm^mm^. 

^5fe^H^£LT<«Sg£#oTl^o PPARy 2i-tmM5M%&(DmM5mi&&*> 
/-^aP2&trans activatel-^Mtfj^ia^ ARF-6(£>lJ&;9-£LT^u— ^^ft 
tz 0 *fcPPARy 2/RXRa tetf^Tfta:/— /VfcVVtf ^#/V^iy=3^— if(PEPCK) 
<^J!g^^J!a#M^I§m^^b-C^y-fen-^^^/cbi-o AP2^U?PEPCKO 

iSfe^iiij»H)ia^j^*(Dfiit*^ PPARy ^j^^M^ns^ 

L^Lft^ ^-T^y^MW^PPARy ^tt^^OitSP^m^fll^*fc^< 
^^otV^V\ CBPCcAMP response element binding protein (CREB)binding 
protein] (D^TvfrM^V^K PPARy ^n^tR^^^±iC^V^IE«-^ 
i&lHOi^§4£M-f 5^^, PPARy #^fe#tt(DfeiJ3E«-^:^^(Dff^ff 

[0063] — ^JKlWJ^m^^m^Jt-ffi^mi-^it'fe^-^M^ltLT^^^tb/cT^^ 

3£#X.6>*VCV^o ^ftfe^>XV>m^^&ftt£PPARy^tiXm^'?*XT 
; T^*?^<D&$ttffCmVX^^Z.b, &TfT^tf*??->m.fcTte 0 *A<D 

2mmmm<D±m^mmm^mm^xh^t^m^<h<Dxh^o ttV#** 

^M^g-rs::^^ ^#sttt*sm^o^^y^^:tt^gjr^$^ o 2 mm 
!^mm^x\t.T^^^>^Kx^4>^v^Wnmm^ti, r^^*? 

mmm^ti,xftm^x^^b^mt$hz> 0 -o^r^m.tn.^^'r^mmm 

^V^y^^tt^^^/W^^^fcSob/ob^^^irT^V^^^VagpJ^^h^V 
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#<D3t^-^^^Bg^^-x?-2003, pp.97-106, ^jBgttJJjR) 0 
[0064] — Surapureddi£>(PNAS, Vol. 99, pp. 11836-1 1841, 2002) fi, 9yh©fR|BJi}* 

m&1r5-b, ^ktCGST^SrotffcppAR « ^WhiLfc^^yT^lciD 
, PRIC^#:<D^^TOG^J;^tl^^^y^^^^®^ppAR a i:^ 
i~SwtSrLttJUTV^ 0 Spittle^ (JBC, Vol. 275, pp.20748-20753, 2000) te, 

[0065] rtvbotf #»5i0j#^>(Dit^^i-6i. \f*yy^s>\z y ^.^yv-yv 

^<£#£©J££sHH^C y ^^y^.y^^ftc-TOG-PPARa ©3#K©ta 

^r>-^yve^srafi:#i-SBrtBi4^#^.e>*i5o *fc*>5v^ ppar 7 Ki**u-ct> 

TOG^^/^^a^^^^^^^W^^-r^ir^SL/ca-^, KlrTy^SisiH y 

^^y^-y^^g^-TOG-PPARy ©3#W<Z>+BSf^ffl^jibT, PPARy £r 

y^-y^m^ffc-efc^ ^-r^y^fi^^ y ^•7v>y^ym&fcb<DM;&& 

^LT, PI3^— ^^^Rr^/X»PPARa^ffl^3ft^5rfctcJ:9 % ^ 
[0067] ^W^a^^^g^fflVNfc^^iJw-^^jfe 

[0068] =^*Sctt, ±JfeUfe*:5IK^5^^g^UT^y— 
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[oo69] *?})-~>y&ffi®w£vxtemzmm£tite\t ^ #»Hft# j Hfr&tt, 
[oo7o] x?v-~^mffiwMt*mw fcm%?>'<?mt%mm£i£%jjmbL,xi^ # 
tibti%tQWt£ttmhmmi-z>z.b-t)>x*%z> 0 m%.i$. ^s^x^^t (surface 

Plasmon ResonanserSPR) (DmM^Ml^tcVT^4J>>X<DW^i^mM^^f^ 
#>J;U5, Biacore 3000(fT=3T|tM)^^ffl«^fe^. mgffiJ)^4¥mfe 

H#fF^4,762,617)^{f Z>CbtfX%Z> 0 Y.Dunayevskiy et al., Rapid 

Comm. Mass Spectrometry, vol.11, 1178-1184 (1997){Z.§&M^tlfc^m j ^, F.J.Moy 
et al., Anal. Chem., vol.73, 571-581 (2001)^|E*c$^fc^^, H^H5§<k#WO 
00/47999^|E^$tV^^ x #fF^^^2002-508515^-^|Ete^C^fe, 
#fr^^#m2003-502665-^^|S^$tvfc^fe^iil:^ffit-§-t^-e#6 o 
[0071] ^fc, *M*mM^<D^(Di&<Dmm7 : 7?<^&m%k, Coupled waveguide ZfyX 

[0072] ^^)—^y^mc^x, ^w\mz>*iss<?mbmxmKi¥m&^irzb 

fcmmmmbL>Xx?})--^y£tbtcZ.bbti:Z> 0 
[0073] *W--^* frKMmAV.&m 

±M^)-^^m^^x, ^m^mm<Dmm^imbvxrm~^(\)xm 

Dfb5] 
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[0074] (±15^(1)^, R W\ tK^n fcm&l~10<DT/ls*A'&. mM%&~7(Dl'?*T;V 

2 

5K4-[2-(i-^/ws^n^s^v^^^ 

am 

o 

[0075] _hfE^(l)-e^$^^^^tbr{i, ±iEA-lK^£*l/f\ 



o 




A-2 



Wb8] 



WO 2005/054468 



16 



PCT/JP2004/016996 



A-3 

[0076] _h!ES:(I)-t?*£*i<5fc'&«iM:, TSESfll) 



Ht9] 



L 2 "i-0 H ^ x („) 
R 1 m 



[0077] (_L!E5£(II)^ R ^ L .Rt^L {*Jt|E^:(I)^lHlC^a-efc^)o XteMeSO , 

112 2 

p-toluenesulfonyl, 3^^f > JUR * ^m^.^7K^S^^^SPd^iS^tV^-®-efc 

Mfcio] 

o 




o 

[0078] x*m£ti%ik&wbzm&B£f&£&zzbxmm'rz>z.t&x^% 0 

Hbii] 



^COO^u 



I 2 

[0080] Mcftmaz, mm^m^Ts ^vtzTkmit^m-rhv^M^^ov^ 3oo mg 

)&^&THF/DMF(5/l)mM±0mL<Dmffi&Wi^ , 4b^(D(713mg. 6.2mmol)& 

«#UcC^p j ^o<«9^px., ^mo^mw-r^ w&^x7km&mm%. mux 
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2.25II1L, 15.5mmol)^Px.^ 0 Sfe&Pj&TtL ykm^W^, ma.\ZX21$JSttgt&1r 

&<®.wvfcMt, mmmzMibZo i$h\mm^jvfrbmm~fz> 0 

^h^V^ZX^OmmU lk&V0(Z) ('H-NMRCCDCl ) 8 :1.28-1.38(13H, m), 1.40 

3 

(9H, s), 4.02 (2H, s)) %&mirZ>Z. ktfX*%Z> 0 
[0081] UT<D£? tCLT. it&m (2) ^h2-i\-^fV-l/^7xi^^y;V)-=c.^^—;V ( 

3)£l^H-3 0 



[0082] JMfclttMte, ^^#ffl^T, 7k^Lfc7k*^T/V^>>Ay^->A(304mg, 8mmol) 
^tfTHF^^^mL^, \\&mm (254mg, 2mmol) <^THF?«2mL£r«il$L 
ft^b#o<fr)WJPx.3o tti^Tt> SJ£^£60 c CSw!jPfiU 2^ra^«„ W: 

J:^*t^i-^-^TMb^(3) ('H-NMRCCDCl ) 6 :1.28-1.38(13H, m), 3.50-3.75 

3 

(4H, m))%&f$ l -fZ>~b&X'%Z> 0 
[0083] ^.K, UT<V£? tU, (3) ^^5-{4-[2-(l-^^/k-V^n— 

^h^v-]-- o-^h^Ti/y ^>--2,4-^>- (AzD ^-a-^-r^o 

Wbl3] 



Mbl2] 




2 



3 
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[0084] JMfctfjtUS, ^mmm%T. (3) (158mg x l.Ommol) <DY)V^y (2mL) Wfo 

£\ 5-(4-fcKn^i/-^>^)-^T^y^-2,4-> ? ^(246mg N l.lmmol) bl,V-T 
)/tf ^ (N,N' -^fM;W^K) (200mg, 1 . lmmoD^^tf YjV^y (2mL) ^ 

^a^-c&nx.. «8£#i-5 0 MwmT'&s £h\mm^;v*Mx., mm*^^ 

A^l) ('H-NMRCCDCl ) 5 :1.28-1.38(13H, m), 3.46 (2H, d), 3.79 (2H, t),4.11(2H,t), 

3 

4.13 (1H, t), 6.72 (2H, d), 7.00 (2H, d)) %&I&1r%Z.btfX%Z> 0 
[0085] ^4b\ mmWMb^Xik&Vo (D (DiXt>V K^?v^*-V-;-/v%@.mirZ>£km* . 

±&httf&xmbmmK&BCfo&n?z.bicj:<>x, ±mj-z^mA-2 c 

H-NMR(CDCO 5 :1.28-1.42(10H, m), 2.85 (1H, m), 3.46 (2H, d),3.79 (2H, 
t),4.11(2H,t), 4.13 (1H, t), 6.70 (2H, d), 7.00 (2H, d)) &&$.irZ>Z.bftX^Z> 0 £fc 

. m&mwbvx^v^>'*y—/\'%®imi-z>skf\-fe, ±^tc^m^mbmmK 

&Rfo&ft0^b{Z.£<oX, il^bfci^^A-SC'H-NMRCCDCl) S :1.51-.L60(8H, 

3 

m), 2.85 (1H, m), 3.46 (2H, d),3.79 (2H, t),4.H(2H,t), 4.10(1H, t), 6.72 (2H, d), 
7.00 (2H, d))$:&f&i-Z>Z.b&X%Z> 0 

[0086] -3\ ±m~f®^(i)xm£ft%mmk-&m-z, mm±w^tv5m.bi,xh^\ r 
%m±.w®£tiz>mbvx\^ m^mm. mm, mmy.wj>mm<Dmmm(Dm. 
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mm&ifzz.ktfT&z 0 mmk&MDtvxi*. ^yk^m^t^M^xm, 
tstizm&mirzmMfc&®(i)<Dffimftxtb*), ^^x^mmm^, mm 

mmft*mfc1-tt&:RX$mm.1-%ljm^ 0iRfcfDesign of Prodrugs, Elsevi 
er, Amsterdam 1985(£|E<££tV'CV > >5 0 

[0087] mx-\-£. mmt&mm*%/i'7$*i/%mirz>m&te, mm^^^>tm^T/^ 
^-^Rs^^^tizx^xmm^ti^^T^mm^ ^mm^^>t 

[0088] mmk&mi)t^#)%mm?%mirz>m-&ia^ mnm^R^x<D 

[0089] )&±.<D&tmmk&m(m, mm^mm^mmtvxim^^mmmm^o 
btez> 0 ^m.mmm)&m*m$m.mmb^xn5-~tz>w&, mom. #mn#j<^ 

[0090] m&mmmim<?>jm*kz.Mvx. tomtcmutmmm. m&m. mmm. 
mmm. mnm. ftfcmm<D&nmmmmMMb&>&^i&zxm&vmmmt\b 
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i~tit£&\ Mtfcmtt, mmmtLXMU*s yy^m, &m#si> 
, 5*>^v* tvi^^ih-hj*.^ #^^t>b<i*^y/v«^hy?Aig N 

[oo9i] ff^b^(i)co^c^^fmtLTo^-^*« v g#©m frm. mmomm* 

#£\ ii^l-lOOmg/kg/ 0 -Cfet9 % £?;£L<te:5-30mg/kg/ 0 (D^m^X 
g/ 0 T'fcOx £f l£L<l— 5mg/kg/ 0 (DfgfflrtT^o £*Ulrl 0 10— 

[0092] ot, MMM&m^^x*mm%£mm\z%imirz>T!)K ^m<Dmm^m\^ 
T<Dmmmw&7££ftZ)he>xfef& \ 

[0093] [###!J1] th^^cDNA^n— ^^<^^>-/^^M^^^ 
1. *^9^K©^ 

th^^gcDNA^n— >><D g lftitfcT-^*j-LT, Invitrogen^Gatewayv'^AS: 
ffiV^yh^T'tihri-— PCR^o— -^/tf^W— GatewaypDONR20l£BP 

i/7srJ* (PROTEIOS) tC3l^i-^pEU3-NII (jmW*) £&t£LT, Gateway^^ 
A^flJfflT#?>J;5Gatewaymmx.Sa^J^^ri-6Gateway^ir-/b^^Ab > 
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o 

[0094] tvttf^TSr^-- */nl"<??— ir^Vhy — %m V \ 

o #^tLfc^n— ^^QlAfilter Midi WtC¥T^V)£:Jll>T, ^yh<D^uh=i— Mz. 

[0095] 2. *t$^/^SC<Dlfc# 

mRNA^Oju g^fflU 965^-^^13^^— ^ B W—h(D2^:^-CPROTEIOS(7>^ 0 nh=3 
ANTI-FLAG M2 Affinity Gel (SIGMA*±)^ffl V \ ^nh=i— /WC^ifiti^fTV \ iff 

[0096] [##^J2] eT3T^Mv^fet^^>-x•?^®-^^^ I ^s^fflK*3^ts^^^ 

tfT=iT^±rfJ|SOS51fflCM5ir^i^— ^y^lM EDC, 1.33M NHS^.t^l6mg/ml 
AB-NTA(pH9.2)3r/B V ^y^0g(DNTA>ffc3rifeU S51ffiNTAir>-^— 

^s^ut. ^n^hmmwmxmm^. flag tag-e»^b^se@^@^t: 

UfCo H^k^x 0.5M NiCl . 0.4M EDC, 0.1M EDC, y^Mdfif), 1M 

2 

Ethanolamine, pH8.5£:Jl!#:, Biacore SbKDW^t^\Z.^Cy^J^UB^L,Xff^>t^ 0 
^b^^ORunning Buffer^PBS(pH7.4)MV^c 0 y^K^H^fc&ftfcir^lJ- 
— ^S^&fflV^WT^AssaySrfTofCo Running Buffer £:LTHBS(10mM HEPES, 
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150mM NaCU pH7.6\ 0.005% P 0 X lOOuM mineral ion cocktail(Ca(OAc) , Zn(OAc) 

2 2 2 

•2H (X Cu(OAc) -H O, Co(OAc) -4H O, Mn(OAc) -4H O, Mg(OAc) -4H O, FeCl 

2 22 22 22 22 

3 -6H OfcDMSOS: final 5%\ZteZ£5KM£XmmLi!lh<0&m^l£o M&fc&toft 
62.5uM-0.244uM*T'l/2#3^-f o9point^iibfc 0 ^<Z>ifc&>&^Running Buffer £ 

mmttz&iz.mmu ommmfetvx4k&m<D&?#ix\^mmtz:tf<Dh<D 

iSrHSiUt, ft&Qs&WL^ Running BuffiBrtf{^*tb5DMSOOS6*©*|jE( 
solvent correction) bVX^ 3.8-5. l%£>DMSO (8point) £r^tf> Running Buffer£|*lil(D 
fem%WW:U Z.tlt><Dmfem&&hkiZL-XffilE&ft<oti 0 Biacore S51(D 
Compound Characterization Assay^n^^A^rUffiL, fflfe4k&tvt£'Jtf>\?( : 3L& 
mtTI-y^YUk-frm; 62.5uM— 0.244uM) <D*BSffMB3r$!l}£U TO^h^T 

[0097] [HJS^Jl] K°*yy#lfl/kFUU797&te*^s<?M(DfaKftmfflffi 

fe^^oTt 0 ^^y^i/>-^FLJ14797^^^m*SMLfc^^^^S^S{^^W 

. BmcoreS51^myyh^^T^m^^X^mm^m^nmVtct^ KD= 9.038X 
10" 6 MXhotCo 

[0098] m^Ufc»*&^ t°^y^^>-^FLJ14797ft^^^^«i:^^5:^^ 
^ft/Tl^^y^vC^Tv'y^ 

fc 0 z.(Dzt£v, FLm797&m*^'<?mkx?y—->y^®nt&ftm£itz>z. 
tx\ mm.ffl&mffim<Dx?y—~>y&ftozk&x%z> 0 flji4797*^ 

«Hi-«^i:(cj;oT, ff^it^^^^y— 

[0099] mifeMZ] fRmk&WkFuu797mte?>'/<?m<DteKftmM$r 

^JS^Jl^fflbfcb°^y^^Vl^^T±^L^b^A-l,A-2^t^A-3^ 
ffl UtEJ* te, ^»!| 1 £ (CLTFLJ 14797 * &?>s<?Wk&fc&mt<DteK 
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KD (M) 


A- 1 


8. 431X10" 6 M 


A- 2 


1. 382 X 10" s M 


A- 3 


2. 156X10 _S M 



[0100] ma>£#U5J:5K:, V^tbO-fk^feV>TfcFU14797**^/^«^*l^5# 

coioi] ^mmmx^\mvtc±x(Df\mm. ww^xxfmwmm^^^mmt^x^ 
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[i] ut<d (a) (b) timmmm<Di8Rtfyf>'<?&o 
sc 

[5] i^it© (a) (b) fc3a*$*u fet^m^o^ w^^^K^-K-r^ae^o 

(b)Ba^J#-^2^$ttST^^BB^J^*3V>T, lXtelSmf®tf>T^/^#^5*c, g 

[9] ^y--^^«^®«r^T^ (a) xi* (b) ^^-r^v/-?^@{c^M$^xm^ 
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Sf 

[i i] ±m^T^vi>iymmm^°^v^^x^^t^wmtir^mmmiomm(D 
[12] ±mm&&>'<?m* y ^^v^-T^m^^^nxh^t^mtir^ 
[13] tt^97!/Mi2vvf;h,^— mmm<Dx?y—^yxmc£^xx?})—^y& 

[14] -^^(I) 

[^1] 




[15] ±IB^(I)4»> L &U«L a W:, -Hl^otMt5^ii2-6©^o7;^;H 

T^^i^#^^i-§ff^^i4iE^o^Ty ? yv ? ^^ 0 
[i6] _hia^:(i)^x r tt**-c*>*), l &tj*l n-mfct£<>xKmi-z>mmm-6(Di/ 

1 1 2 

^tir^^mxh^t^mtT^m^mmm^T^v^mmi^o 

1 12 
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Mb2] 

± 

L2 T°frx (n) 

R-i m 

ftl^(Dlt^f 0 XteMeSO . p-toluenesulfonyk 3$m, JliSf , M^&XJ^T^Wt 

2 

T^^tt^b^i. -^(iii) 
Wb3] 




(in) 



WO 2005/054468 



PCT/JP2004/016996 



2/2 



[02] 

CLUSTAL W (1.8) multiple sequence alignment 



gi 

Ic 



Ic 



gi 
Ic 



gi 
Ic 



Ic 



gl 

Ic 



gl 
Ic 



gl 
Ic 



gl 
Ic 



gl 

Ic 



gl 
Ic 



gl 

Ic 



gl 
Ic 



gl 
Ic 



7656841 |ref |NP_055259. 1 
IFLJ14797 



7656841 1 r ef | NP_055259. 1 
IFLJ14797 



7656841 1 r ef | NP_055259. 1 
IFLJ14797 



7656841 1 ref |NP_055259. 1 
IFLJ14797 



7656841|ref|NP_055259.1 
IFLJ14797 



7656841 |ref |NP_055259. 1 
IFLJ14797 



7656841|ref|NP_055259. 1 
IFLJ14797 



7656841 Iref |NP_055259. 1 
IFLJ14797 



7656841 |ref | NP_055259.1 
IFLJ14797 



7656841 1 ref [NP_055259. 1 
IFLJ14797 



7656841) ref |NP_055259. 1 
[FU14797 



7656841 | ref |NP_055259. 1 
IFLJ14797 



7656841 1 ref |NP_055259. 1 
IFLJ14797 



7656841 Iref |NP_055259. 1 
IFLJ14797 



H I HELLLALSGYPGS I FTWNKRSGLQVSQDFPFLHPSETSVLNRLCRLGT 50 
H 1 HELLLALSGYPGS I FTWNKRSGLQVSQDFPFLHPSETSVLNRLCRLGT 50 

DY I RFTEF I EQYTGHVQQQDHHPSQQGQGGLHG I YLRAFCTGLDSVLQPY 1 00 
DY mFTEF I EQYTGHVQQQDHHPSQQGQGGLHG I YLRAFCTGLDSVLQPY 1 00 

RQALLDLEQEFLGDPHLS 1 SHVNYFLDQFQLLFPSVMWVEQ I KSQK 1 HG 1 50 
RQALLDLEQEFLGDPHLS I SHVNYFLDQFQLLFPSVMWVEQ I KSQK I HG 1 50 

**********^:«oK***********^ 

CQ I LETVYKHSCGGLPPVRSALEK I LAVCHGVMYKQLSAWMLHGLLLDQH 200 
CQ I LETVYKHSCGGLPPVRSALEK I LAVCHGVMYKQLSAWMLHGLLLDQH 200 

*****************************^ 

EEFF I KQGPSSGNVSAQPEEDEEDLG I GGLTGKQLRELQDLRL I EEENML 250 
EEFF I KQGPSSGNVSAQPEEDEEDLG I GGLTGKQLRELQDLRL I EEENML 250 

APSLKQFSLRVE I LPSY I PVRVAEK I LFVGESVQMFENQNVNLTRKGS I L 300 
APSLKQFSLRVE I LPSY I PVRVAEK I LFVGESVQMFENQNVNLTRKGS I L 300 

KNQEDTFAAELHRLKQQPLFSLVDFEQWDR I RSTVAEHLWKLMVEESDL 350 
KNQEDTFAAELHRLKQQPLFSLVDFEQWDR I RSTVAEHLWKLMVEESDL 350 

***********************,^^ 

LGQLKI I KDFYLLGRGELFQAF I DTAQHMLKTPPTAVTEHDVNVAFQQSA 400 
LGQLKl I KDFYLLGRGELFQAF I DTAQHMLKTPPTAVTEHDVNVAFQQSA 400 

*****************************^ 

HKVLLDDDNLLPLLHLT I EYHGKEHKADATQAREGPSRETSPREAPASGW 450 
HKVLLDDDNLLPLLHLT I EYHGKEHKADATQAREGPSRETSPREAPASGW 450 

AALGLSYKVQWPLH I LFTPAVLEKYNVVFKYLLSVRRVQAELQHCWALQM 500 
AALGLSYKVQWPLHIL^ 500 

QRKHLKSNQTDA I KWRLRNHMAFLVDNLQYYLQVDVLESQFSQLLHQ I NS 550 
QRKHLKSNQTDA I KWRLRNHMAFLVDNLQYYLQVDVLESQFSQLLHQ I NS 550 

************************:M^^ 

TRDFES I RLAHDHFLSNLLAQSF I LLKPVFHCLNE I LDLCHSFCSLVSQN 600 
TRDFES I RLAHDHFLSNLLAQSF I LLKPVFHCLNE I LDLCHSFCSLVSQN 600 

LGPLDERGAAQLS I LVKGFSRQSSLLFK I LSSVRNHQ I NSDLAQLLLRLD 650 
LGPLDERGAAQLS I LVKGFSRQSSLLFK I LSSVRNHQ I NSDLAQLLLRLD 650 

***************************^*^ 

YNKYYTQAGGTLGSFGM 667 

YNKYYTQAGGTLGSFGM 667 
***************** 
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